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REMARKS 

The pending amendments and the following remarks are submitted as a full and 
complete response to the Office Action issued on March 27, 2007. Claims 1 and 9 have 
been amended to recite the chemical name for amlodipine. No new matter has been 
introduced by the claim amendments. Claims 2-5 are hereby canceled and Claims 6-8 
are hereby withdrawn pursuant to restriction. The Applicant reserves the right to further 
prosecute the subject matter of the present application, including any canceled and/or 
withdrawn claims in subsequent division, continuation, and/or continuation-in-part 
application(s). Claims 1 and 9 are pending in this Application. 

Applicants respectfully request the entry of the claim amendments and favorable 
reconsideration of the application. 

Rejection under 35 U.S.C. 5102(a) or (e) 

The Office has rejected claims 1-5 and 9 as anticipated by U.S. Patent No. 
6,699,892 to Lee et al. ("Lee"). Applicants respectfully traverse this rejection. 

As an initial matter, Applicants note that Claim 1 has been amended to recite 
S-(-)-amlodipine nicotinate in a dihydrate form having the X-ray diffraction pattern as 
shown in Figure 1 . The cancellation of claims 2-5 has mooted their rejection. 

Lee et al. disclose a racemic mixture of amlodipine nicotinate. Moreover, as 
demonstrated in the previously-submitted declaration under 37 C.F.R. §1 .132 by co- 
inventor, Munchoun Ha. ("Ha Declaration"), the Lee disclosure is limited to the 
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anhydrate form of amlodipine nicotinate rather than the hydrate form of the present 
invention. As is known to persons of skill in the art, crystal polymorphs are solid 
phases of a given compound resulting from the possibility of at least two different 
arrangements of the molecules of that compound in the solid state. Solvates form 
when at least one molecule of the solvent is incorporated in the crystal structure of 
the named compound; hydrates form when water is the solvent of crystallization. 
The compound of the present invention possesses two waters of crystallization 
(dihydrate) as opposed to the anhydrate of Lee et al. (zero waters of crystallization). 
The Examiner asserts that S-(-)-amlodipine nicotinate in hydrate form is 
disclosed in Lee et al. since it discloses a water soluble form of amlodipine 
nicotinate. However, the water solubility of salts is not co-related with their 
crystal form. 

The particular crystalline dihydrate of the present invention is characterized 
by the specific X-ray diffraction pattern shown in Figure 1 . As explained in the Ha 
Declaration, amlodipine nicotinate, which was prepared according to Example 1 of 
Lee, is determined to be in the anhydrate form (zero waters of crystallization) and 
shows a different X-ray diffraction pattern in comparison with the X-ray diffraction 
pattern of the dihydrate form of the instant application. 

Lee fails to teach or suggest a crystal complex consisting of two waters of 
crystallization. Lee fails to teach or suggest a crystal complex having the specific X-ray 
diffraction pattern as shown in Figure 1 . Lee fails to teach or suggest each and every 
recitation of Claims 1 and 9. Therefore, Lee fails to anticipate Claims 1 and 9. 
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Accordingly, Applicants respectfully request reconsideration and withdrawal of the 
anticipation rejection. 

Rejection under 35 U.S.C. 5103(a) 

The Office also has rejected claims 1-5 and 9 as obvious over Lee in view of 
Ettema et al., Foster et al. and Campbell et al. Applicants respectfully traverse this 
rejection. Claim 1 has been amended to recite S-(-)-amlodipine nicotinate in a dihydrate 
form having the X-ray diffraction pattern as shown in Figure 1. The cancellation of 
claims 2-5 has mooted their rejection. 

As explained above, Lee fails to disclose S-(-)-amlodipine nicotinate in dihydrate 
form. However, none of the secondary references cures the deficiency of Lee. First, 
neither Foster et al. nor Campbell et al. discloses S-(-)-amlodipine nicotinate in 
dihydrate form. Foster et al. and Campbell et al. do not teach or suggest resolving a 
racemic mixture of amlodipine nicotinate into a pair of S-(-)-amlodipine nicotinate and R- 
(+)-amlodipine nicotinate. It should be noted that resolving the dihydrate, nicotinate salt 
form of amlodipine into its optical isomers is not the same as resolving amlodipine into 
its optical isomers. 

Foster et al. discloses a racemic mixture of amlodipine or salts thereof and 
the mixture can be separated in each D and L isomer; however, it does not disclose 
S-(-)-amlodipine nicotinate, as well as dihydrate form of S-M-amlodipine nicotinate . 
Further, Campbell et al. discloses a racemic mixture of amlodipine besylate; 
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however, it does not disclose S-(-)-amlodipine nicotinate as well as a dihvdrate form 
of S-(-)-amlodipine nicotinate . 

Ettema et al. discloses a dihydrate form of amlodipine besvlate , not amlodipine 
nicotinate. Furthermore, it does not even teach or suggest the S-enatiomer of 
amlodipine besvlate and therefore, cannot suggest the dihydrate form of S-(-)- 
amlodipine nicotinate. Nor does Ettema teach the specific X-ray diffraction pattern as 
disclosed in Figure 1 . Therefore, there is no motivation for one skilled in the art to 
combine Lee with any of these secondary references to prepare dihydrate form of S-(-)- 
amlodipine nicotinate. Even if there were a motivation, one skilled in the art would not 
have had the required reasonable expectation of success to form dihydrate form of S-(- 
)-amlodipine nicotinate. A person of ordinary skill in the art could not have a reasonable 
expectation of successfully making amlodipine nicotinate in dihydrate form from the 
teachings of Ettema et al. because not all salts of amlodipine can exist as solvates or 
hydrates. For example, it is known that the methane sulfonic acid (mesylate) salt 
cannot exist as a hydrate (See Page 3, Table 1 of WO 03/043989). Therefore, making 
a hydrate form of a first salt, such as a besvlate , does not provide any reasonable 
expectation of making dihydrate form of another salt, such as a nicotinate. 
Furthermore, none of the prior art references discloses dihydrate form of amlodipine 
nicotinate having the X-ray diffraction pattern as shown in Figure 1 . Accordingly, 
Applicants respectfully submit that there is no prima facie case of obviousness. 

While Applicants strongly believe that no prima facie case of obviousness has 
been established, in an effort to expedite prosecution of this case, Applicants again 
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respectfully refer to the Ha Declaration to show unexpected results of S-(-)-amlodipine 
nicotinate dihydrate over the prior art. 

Further, the Examiner asserts that the Declaration of Ha fails to show any 
unexpected or unobvious properties for the claimed isomer. However, we believe 
that the Declaration of Ha indeed does show unobvious properties for the claimed 
isomer in dihydrate form . That is, a dihydrate form of S-(-)-amlodipine nicotinate 
having XRD pattern as shown in Figure 1 has enhanced water solubility by about 
9.7% compared to S-(-)-amlodipine nicotinate prepared in accordance with Example 
of Lee et al. using S-(-)-amlodipine instead of amlodipine (see page 7, first 
paragraph below Table 3 in the Declaration) and has the nearest pH to that of blood 
(pH 7.4) compared to that of S-(-)-amlodipine nicotinate prepared in accordance with 
Example of Lee et al. using S-(-)-amlodipine instead of amlodipine (see page 7, 
Table 4 in the Declaration). 

According to the Ha Declaration, in comparison with prior art form of amlodipine 
nicotinate, S-(-)-amlodipine nicotinate in dihydrate form of the present invention has 
enhanced water solubility by 20% and saturation pH closer to a physiological range. 
Therefore, even if a prima facie case of obviousness were to have been made, the 
unexpected results of the claimed invention would be sufficient to overcome the 
obviousness rejection. Accordingly, favorable reconsideration and withdrawal of the 
rejection are respectfully requested. 

In light of the foregoing, Applicants submit that all outstanding rejections have 
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been overcome, and the instant application is in condition for allowance. Thus, 
Applicants respectfully request early allowance of the instant application. The 
Commissioner is hereby authorized to charge any fees or credit any overpayment to 
Deposit Account No. 02-2135. 

Respectfully submitted, 



Bv: tf ( S 

John A. tvans, Reg. No. 44,100 
ROTHWELL, FIGG, ERNST & MANBECK 
1425 K. Street, Suite 800 
Washington, D.C. 20005 
Telephone: (202) 783-6040 



8 



